Breast cancer during pregnancy is rare accounting for 1 in around 3000 pregnant women as per the American cancer society. According to hospital-based cancer registry of Nepal, breast cancer accounts for 9.2% of total cancer cases and pregnancy associated breast cancer accounts for 0.15% of the total breast cancer. Though rare, breast cancer is the most common type of cancer found during pregnancy and that too in advanced stage because of the hormonal interplay during pregnancy. Here we present a case of breast cancer during pregnancy which was treated successfully with chemotherapy, surgery, radiation therapy and is on hormonal treatment. Patient is on regular follow up for the last six years without evidence of recurrence of the disease, and the baby has achieved normal developmental milestones though exposed to chemotherapy in utero.
Introduction
Breast cancer during pregnancy is rare accounting for 1 in around 3000 pregnant women as per the American cancer society 1 . Breast cancer is one of the commonest cancers in Nepal accounting for 9.2% of total cancer cases with pregnancy associated breast cancer being 0.15% of the total breast cancer 2 . Though breast cancer during pregnancy is a very rare form, one should be cautious because it diagnosed in later stage, and usually with lymph node spread as compared to non-pregnant cases. There will be hormonal changes during pregnancy which increases the firmness and density of the breasts masking early detection of the lump and it can be easily attributed to the physiological breast changes due to the hormones in pregnancy 3 . Lumps may be readily missed when screenings are postponed due to pregnancy.
Case Report
A forty-year old lady presented with history of lump in her left breast for about a month which was progressively increasing in size with ulceration of the skin for two weeks. She also gave history of amenorrhea for four months. On examination, the lump was fixed to the chest wall with skin ulceration that bled on touch. Clinically, it was T4cN2 disease. Ultrasonography (USG) of left breast demonstrated 5.5 x 6.0 x 4.2 cm hypoechoic irregular mass consistent with BIRADS 4 classification with axillary nodes. A needle biopsy from the lump revealed invasive ductal carcinoma that was positive for estrogen and progesterone receptors and negative for HER2. At the same instance USG of abdomen and pelvis revealed intrauterine single live fetus of fourteen weeks gestational age. Since she had three live issues before, option for medical termination of the pregnancy (MTP) was given but the couple strongly denied MTP and agreed on cancer treatment. She was in the second trimester of pregnancy and was taken for neoadjuvant chemotherapy as it was T4c disease.
Upon detailed discussion, informed consent was obtained and treatment started following baseline investigations. She received six cycles of chemotherapy with FAC regimen (5-flurouracil, Doxorubicin, Cyclophosphamide). She was monitored intensively and before each cycle of chemotherapy USG was done to ensure fetal wellbeing. She could complete all cycles of chemotherapy without any complications. She was under regular consultation with an Obstetrician as she could go into pre-term labor any time. She was taken up for elective LSCS three weeks after the completion of chemotherapy which coincided with 37 weeks of pregnancy. Full term, healthy, live single fetus of 2.48 kg with normal APGAR score was delivered. One month after the delivery of the baby she underwent modified radical mastectomy (MRM) of her left breast. Her postoperative periods were uneventful. Three weeks after the MRM she received adjuvant radiation therapy. She was then started on hormonal therapy as she had positive hormonal receptors. At six years of regular follow up there is no evidence of recurrence of the disease. The baby is achieving normal growth curve for his age.
Discussion
Pregnancy-associated breast cancer (PABC) is defined as breast cancer diagnosed during pregnancy or in the first postpartum year. The situation is complex dealing with two lives and maternal treatment is essential, though possibly harmful to the fetus. Because of limited data on this, physicians may be reluctant to take the challenge and that may pose risks to both the lives 4 . The patient's dilemma might be as difficult as that of the physician. Hence, a tailored approach to treatment is required with careful consideration given at all stages to the needs of the mother and risks to the fetus. Management is critically influenced by the stage of pregnancy maintaining medical and ethical consensus.
The incidence of breast cancer during pregnancy is expected to rise due to changing social structure of delayed marriage, and hence child birth. It is also projected to increase correlating with the increasing number of perimenopausal women diagnosed with breast cancer [4] [5] [6] . Our patient at the diagnosis had T4cN2 disease as is common with the pregnant breast cancer patients. Pregnancy has complex interplay of hormones and due to the pregnancy related physiological changes, the diagnosis is usually delayed. Case series and case-controlled studies have demonstrated advanced stage at diagnosis of PABC and usually with lymph node metastasis compared to their non-pregnant counterpart 4, 7, 8 .
In the reported case, patient received standard anthracycline based neoadjuvant chemotherapy with FAC regimen as she was running second trimester of pregnancy. Literatures have shown that it is acceptable to administer anthracycline during second and third trimester of pregnancy with minimal fetal risk 7, 9 . Chemotherapy is contraindicated during first trimester of pregnancy and can be given relatively safely after the period of organogenesis. The most frequent undesired fetal outcome is premature delivery 4, 6, 7, [9] [10] [11] [12] .
Current guideline recommendations for breast cancer management during pregnancy is similar to that of non-pregnant patients
13
. Our patient was managed surgically with post-partum MRM of the left breast three weeks after completion of chemotherapy and therapeutically by hormonal, chemotherapy and radiation therapy. The patient is on sixth year of follow-up without evidence of disease recurrence. The baby has achieved normal developmental milestones.
Aviles et al.
14 performed a cross-sectional study of pregnant women with hematologic malignancies and examined the outcomes of 84 children exposed to chemotherapy in utero. They found that the children's learning and educational performance were normal and no congenital, neurologic, psychologic, cardiac, or cytogenetic abnormalities or malignancies were noted. At the University of Texas MD Anderson Cancer Center, Hahn et al. 9 evaluated pregnant breast cancer women who received neoadjuvant or adjuvant anthracycline based chemotherapy. In 2006 they reported initial 7 years follow-up of 52 children exposed to chemotherapy in utero and found no significant short-term complications for the majority of those children. Similarly, in 2014 Murthy et al. 15 provided an eight-year update of prospective single institutional study comprising 82 children who were exposed to anthracycline in utero secondary to maternal breast cancer and found that the cohort of children exposed to chemotherapy in utero appeared to be doing well, with risk similar to that of the general population.
Conclusion
Pregnancy associated breast cancer is different because of its unique hormonal milieu. It should be treated aggressively according to the standards applicable in non-pregnant women. Fortunately, PABC is uncommon and should have multidisciplinary, patient tailored treatment with careful consideration given at all stages to the needs of the mother and risks to the mother/fetus. Management is critically influenced by the stage of pregnancy. All stages of management should be discussed in multidisciplinary team and clear treatment options should be sketched balancing the risks and benefit to both the mother and the fetus so that breast cancer during pregnancy is no longer "poena magna" as stated by Pavlidis 16 .
